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8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 
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Applicant may not request that any objection to the drawing(s) be held In abeyance. See 37 CFR 1.85(a). 
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DETAILED ACTION 

1 . Claims 1-33 and 35-42 are now pending in the instant application. 

Information Disclosure Statement 

2. Applicants' Information Disclosure Statement (IDS), submitted September 29, 2008, 

Response to Amendment 

3. Applicants' Amendment and Response of September 29, 2008, has been reviewed by the 
Examiner and entered of record in the file. Accordingly, claim 34 has been cancelled, and 
claims 1, 2, 35, 37, 38, 40 and 41 have been amended. 

4. The Examiner notes with appreciation the deletion of the non-elected subject matter from 
the claims. 

Previous Claim Rejections - 
35 use §112 

5. Claims 1, 2, 14, 37, 38, 40 and 41 previously rejected under 35 USC 1 12, second 
paragraph, as being indefinite. 

(a) Claims 1 and 40 rejected for reciting "spacer group." Applicants have deleted this 
terminology from the claims, thereby rendering the rejection moot. 

(b) Claims 2, 14, 40 and 41 were rejected for reciting definitions for "Z" with no 
antecedent basis. In view of Applicants' amendments to claim 1 in order to better define "Z," the 
rejection is overcome and is withdrawn. 

(c) Claims 37 and 38 previously rejected for reciting a compound "as defined above." 
Applicants have amended the claims such that they now depend from claim 1, therefore the 
rejection is withdrawn. 
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6. Claims 32-25 previously rejected under 35 USC 1 12, first paragraph, as not being 
enabled. Applicants have cancelled claim 34, and amended claims 32, 33 and 35 such that they 
are directed to methods of inhibiting the activity of mPGES-1 by administering a compound of 
claim 1 to a host in need thereof While Applicants have deleted the treatment of specific 
diseases from the claims, the disclosure still fails to enable the in vivo administration of a 
compound of claim 1, as recited in claims 32, 33 and 35. 

As Examiner Barker stated in the previous Office Action, Applicants have not provided 
any support for treating specific diseases via the administration of the instant claimed 
compounds, nor does the Specification provide enabling support for in vivo administration. 
Applicants provide in vitro mPGES-1 inhibition data in one single assay on pages 49-50 of the 
Specification, and no fiirther working examples. Thus, Applicants have provided support for the 
claimed compounds' ability to inhibit mPGES-1 in vitro. As argued in the previous Office 
Action, the greatly increased complexity of the in vivo environment as compared to the very 
narrowly defined and controlled conditions of an in vitro assay does not permit a single 
extrapolation of in vitro assays to human diagnostic efficacy with any reasonable degree of 
predictability. In view of the lack of evidenciary support, the Examiner recommends amending 
claims 32 and 25 such that they are directed to a method of inhibiting the activity of mPGES-1 in 
vitro, and cancelling claim 33. Claims 32, 33 and 35 remain rejected as not being enabled. 
New Claim Rejections- 
35 USC §112 

7. The following is a quotation of the first paragraph of35U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such Ml, clear, concise, and exact terms as to enable any person skilled in the art to which it 
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pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of canying out his invention. 

8. Claims 36-38 rejected under 35 U.S.C. 1 12, first paragraph, as not being fully enabled. 
While various active ingredients may be listed in the specification, the claims are not enabled for 
any "therapeutic agent that is usefiil in the treatment of inflammation," since there is no 
indication as to the full range of "therapeutic agent[s]" that could be utilized. 

In In re Wands , 8 USPQ2d 1400 (1988), factors to be considered in determining whether 
a disclosure meets the enablement requirement of 35 U.S.C. § 1 12, first paragraph, have been 
described. They are: 

1. the natiu'e of the invention, 

2. tlie state of tlie prior art, 

3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present, 

5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 

The nature of the invention 
The nature of the invention is a "combination product," containing a compound of claim 
1 and an additional "therapeutic agent that is usefiil in the treatment of inflammation." 

The state of the prior art and the predictability or lack thereof in the art 
It is well recognized in the medical art that treatment of diseases or sjmiptoms are not 
analogous terms. The nature of pharmaceutical arts is that it involves screening in vitro and in 
vivo to determine which compounds exhibit the desired pharmacological activities. There is no 
absolute predictability even in view of the seemingly high level of skill in the art. The existence 
of these obstacles establishes that the contemporary knowledge in the art would prevent one of 
ordinary skill in the art fi-om accepting any therapeutic regimen on its face. Also, in the absence 
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of a showing of correlation between all of the potential therapeutic agents encompassed by 
claims 36-38 and the compound of claim 1, one of skill in the art is unable to fully predict 
possible results from the administration of the claimed compounds. 

The amount of direction or guidance present and 
the presence or absence of working examples 

Treatment of specific diseases or disorders is normally disease or symptom oriented, thus 
are highly individualized, i.e. a composition for treating inflammatory joint pain would not 
employ the same agents (requires an additional NSAID agent) as a composition for treating 
inflammatory bowel disease (requires an additional 5-ASA). If Applicants allege that treating 
said disorders benefit from inhibiting mPGES-1, then Applicants must demonstrate that a 
composition for inhibiting the biochemical pathway of mPGES-1 and all of the possible 
combinations of compositions of claims 36-38 are inexorably linked. Applicants have provided 
no support whatsoever in the Specification for the additional "therapeutic agents" recited, other 
than the brief mention on page 47 of "NSAIDS and coxibs." The efficacy of a pharmaceutical 
composition intended for freatment of a specific disease/disorder needs to be specifically and 
individually supported by factual evidence. The data provided in the disclosure is insufficient 
evidence for all possible compositions claimed. A disclosure should contain representative 
examples, which provide reasonable assurance to one skilled in the art that compounds fall 
within the scope of a claim will posses the alleged activity. See In re Riat et al. (CCPA 1964) 
327 F2d 685, 140USPQ 471; In re Barr et al. (CCPA 1971) 444 F 2d 349, 151 USPQ 724. 
The breadth of the claims 

Applicants are claiming a "combination product" containing a compound of claim 1 and 
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an additional "therapeutic agent." The argument that the agents claimed by the Applicants are 
dependent upon the disease being treated is insufScient support that the Applicants are enabled 
for all inflammatory agents, etc. 

The quantity of experimentation needed 

The quantity of experimentation needed is undue. One of ordinary skill in the art without 
direction, would be unable to test each and every combination encompassed by claims 36-38. 
One of skill in the art would need to determine whether the claimed composition woiild provide 
treatment of all the inflanmiatory conditions intended, and there are certainly hundreds of 
combinations of compositions encompassed by the claim. Based on the unpredictable nature of 
the invention and the state of the prior art and the breadth of the claims, one of ordinary skill in 
the art would be burdened with undue "experimentation study" to determine whether the claimed 
"combination product" would in fact treat the targeted disorder. 

The level of the skill in the art 

The level of skill in the art is high. However, due to the unpredictability in the 
pharmaceutical art, it is noted that each embodiment of the invention is required to be 
individually assessed for physiological activity by in vitro and in vivo screening to determine 
which compounds and agents exhibit the desired pharmacological activity and which diseases 
would benefit from this activity. 

Thus, the specification fails to provide sufficient support of the broad recitation of 
any or all additional agents, etc of claims 36-38. As a result, necessitating one of skill to perform 
an exhaustive search for which claimed compositions can be utilized. 

The Examiner suggests claiming some specific agents that are enabled by the 
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Specification or in literature, and to provide support for the recited "combination product." 
Claim Objections 

9. Claim 35 objected to under 37 CFR 1 .75 as being a substantial duplicate of claim 32. 
When two claims in an apphcation are duplicates or else are so close in content that they both 

cover the same thing, despite a slight difference in wording, it is proper after allowing one claim 
to object to the other as being a substantial duplicate of the allowed claim. See MPEP 
§ 706.03(k). 

Conclusion 

10. In conclusion, claims 1-33 and 35-42 are pending in the instant application. Claims 1-31 
and 39-42 appear allowable over the prior art, claims 32, 33 and 35-38 are rejected, and claim 35 
is also objected to. 

Telephone Inquiry 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to JANET L. COPPINS whose telephone number is (571)272-0680. 
The examiner can normally be reached on M-F 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Joseph K. McKane can be reached on 571 .272.0699. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/REI-TSANG SHIAO/ 



Janet L. Coppins 
January 13, 2009 



REI-TSANG SHIAO 

Primary Examiner, Art Unit 1626 



